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[ ASSURANCE STATEMENTS 



arc oMowing aaua- 'esearcn, leacning. testing, surgery, or experrnentafion were followed by this researcn facility - - - 

2) Each pnrcioai mvesi.gator nas consicered alternatives lo painful procedures. 

3) Tnis faality .s .idhenng lo the siandards and reguialions under the Act, and II has required that exceplinns to the standards and regulations be soecdieo ana exolaineo by the 

fArnr®' IJse Committee (iACUC). A summary of all the exoeptions is attached to this annua! report In 

acd.i or to .dentifying .he lACUC-approved exceptions, this summary includes a bnet expianaiion of the exceptions, as well as the species and number of animats affected 

4) The attending velenna.nan for this research facility has aodropnaie aulhonty to ensure the provision of aoecuate vetennarv care and to oversee the aflepuacv of other 
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Column '‘E*’ Explanation 


The introduction of additional chemicals (pain relieving drugs) uith potent 
ph}'sio logical actio n(s) would likely alter the response of the animals to the substance 
the stud\ IS designed to test, therefore invalidating the results. The purpose of safety 
studies (wth protocols usuaOy approved either by the EDA or EPA) is to accurately 
determine v^hether or not administration of the test matenal will have any adverse 
affect on the subjects. If adverse results are masked by use of pain relieving drugs, 
dangerous products could veiv' well be released to the market, causing unpleasant or 
even dangerous sxmptoms in household pets that should have been detected in test 
trials 

- Dogs - In two safety studies, 2 animals experienced adverse reactions to the 
administration of a test matenal. One was found dead, and one uas euthanized. 

The remaining animals on the study were carefully monitored, but did not exhibit 
any pain or distress. 

Cats - The amount of stress exhibited by the flea host cats is minimal at worst. The 
collection of flea eggs is essential to the conduct of our smdies to determine the 
efficacy of flea prevention/elimination products. The effects of the reaction of the 
flea eggs to analgesics or anesthetics are not known, but the risk cannot be taken that 
any dmg might adversely affect the health of the flea eggs. Reliable test results would 
be in jeopardy if the initial flea and flea egg health cannot be assured. 

We are aware that an artificial host system exists, but fmd that it is not well suited to 
our applications. The artificial system cannot simulate a home environment, which is 
one of the aspects of our studies that our clients find particularly appealing.. Fleas 
from an artificial s>stem do not adapt consistently to the host animals. 

- Guinea Pigs - Guinea pigs used in dermal sensitization smdies according to the 
Buehler method are restrained for six hours, usually four times at weekly inteiv'als. 
The restrained animals rarely seem anxious to escape from the restrainers and they 
are adjacent to, and can see, other restrained animals in their test group. Again, 
drugs of any kind can potentially interfere with the response of the animals to the 
test substance, and guidelines do not make provision for use of tranquilizbg, 
analgesic or anesthetic drugs in these smdies. Guinea pigs used in Ivlagnusson 
Kligman maximization studies are not restrained. Eiowever, most of the 
sensitization studies are conducted according to the Buehler method, which is 
generally preferred over the Magnusson Kligman method Irritancy is a relatively 
minor issue in the sensitization tests. A range finding is conducted to identify a non- 
irritating dose - different concentrations of the test substance are tested in a few 
animals. In the main test the test substance usually does not produce significant 
irritation. 



Rabbits - IV'Iany of the animal studies in this faciliu'are conducted to define the local 
and/ or svstemic effects of exposure to a product consisting of one or more 
chemical substances. Typically, product labels ■will be based on this information "^ith 
the ultimate goal of protecting people who use the products from hazards that 
studies have sho’wn to exist. In order for these studies to be valid scientificalK-, 
exposure to additional chemicals of any kind should be avoided because of potential 
mterference with the test subject s response to the test chemical(s). For this reason, 
the US and international guidelines that must be followed for these tests do not 
include provision for the use of dn^s such as anesthetics, ana^esics, or tranquilizers, 
with one exception (see below--). Primary eye irritation and primarv dermal irritation 
studies, as well as many of the acute dermal toxicity studies, emplo-v- rabbits as the 
test subject. In this laboratory in 20C5, approximately' 52% of the rabbits used were 
in dermal toxicity' tests, 26% m eye irritation tests and 22% in dermal irritation tests. 
For the scientific and regulatory- reasons outlined above, anesthetics and analgesics 
are not used except for some eye irritation studies. The guidelines do provide for use 
of a topical ophthalmic anesthetic in eye irritation studies, if there is reason to 
believe, on the basis of high or low pIT, or know-ledge of specific chemical 
properties of the test substance, that a severe effect on the eye might be anticipated. 
Actually, if a severe, corrosive effect is deemed certain, the guidelines indicate that 
the testing is not required at all. Also provided in both eye and dermal irritation 
study guidelines is provision for testing a single animal with the option to proceed to 
dose additional animals if the effect w-as not severe, or to stop after dosing one 
animal if there were severe effects. Similarly there are provisions for timing the 
primary dermal Irritation exposure, i.e., using first a three- minute exposure, then if 
no severe effects occur, a one-hour exposure, and only then if no severe effects have 
occtmed, the typical four-hour exposure period. Also, this laboratory has developed 
a guidance document covering euthanasia for humane reasons in case of severe 
systemic or local effects. This would be more likely to come into play m dermal 
toxicity studies. In actual experience with product testing, severe effects are 
uncommon. 


USEPA Health Effects Test Guideline, Office pf Prevention, Pesticides and Toxic 
Substances, OPPTS 87C-1200, Acute Dermal Toxiciu', OPPTS 87C.240Q, Acute Eye 
Irritation, OPPTS 87C-2500, Acute Dermal Irritation, OPPTS 87C-2600, Guinea Pig 
Sensitization 



